SIR-The nephrotic syndrome associated with secondary syphilis in man has been previously reported (Robins and Ladd, 1962; Falls, Ford, Ashworth, and Carter, 1965; Braunstein, Lewis, Galvanek, Hamilton, and Bell, 1970; Bhorade, Carag, Lee, Potter, and Dunea, 1971) . However The complement activity increased rather than decreased. In the methotrexate-treated animals, the haemolytic complement steadily increased from the pre-infection levels of 7 8 U/ml. to reach 13-5 U/ml. after 45 days of infection and later decreased to pre-infection levels. In the animals housed at 17°C., the complement levels fluctuated between 6-0 and 7 0 U/ml. and in the control animals between 7 0 and 8-0 U/ml. throughout the whole experimental period.
The serological results presented some unexpected phenomena. The animals treated with methotrexate produced a rather low level of Wassermann antibodies. The highest average titre of 20 in this group was already seen 15 days after infection; it remained at the same level during the next 30 days and then decreased. The highest average titre of the Wassermann antibodies in the control animals (22°C.) was 58 and appeared on the 30th day of infection, whereas the highest average titre in animals housed at 17°C. was 60 and appeared around the 45th day of infection. The group average titre of the antitreponemal antibodies was very high in the control animals (10,000) and lower in the three remaining groups. The highest titre in the control group was observed between 45 and 60 days after infection and in the animals housed at 17°C. or treated with methotrexate between 90 and 120 days.
The urine analyses did not reveal any abnormal function of the kidneys. The gravity, pH, protein content, or the number of white or red blood cells revealed nothing of significance. The histopathology of the kidneys did not reveal any abnormalities in structure and no immunoglobulin deposits were found.
From the negative results we may conclude that in the described experimental conditions no noticeable transient or permanent involvement of immune complexes took place. The T. pallidum positive lesions found on the eyelids, nose, and/or extremities of some of the animals would indicate that spirochaetaemia did occur. In the methotrexate-treated animals the peak of the Wassermann antibodies appeared around the second week of infection. Also, in animals of the other groups, antibodies were present at the time of spirochaetaemia, hence conditions for the formation of complexes were created. These conditions would be comparable to that of secondary or congenital syphilis in man in which immune complex deposits were reported (Kaplan, Wiglesworth, Markes, and Drummond, 1972; Wiggelinkhuizen, Kaschula, Uys, Kuijten, and Dale, 1973) . However, it is possible that the infection in rabbits limits itself much faster than in humans and, being generally without recurrences, immune complexes might not be formed. From another point of view we may speculate that some very small soluble antigen-antibody complexes could be formed without detectable involvement of complement and without damaging consequences to the kidney, especially if such complexes appeared only transiently. In man, relapses in secondary syphilis may occur in approximately 20 per cent. In such privileged conditions the nephrotic syndrome might develop. A similar situation may occur in congenital syphilis. The intra-uterine infection may be present for months before diagnosis. The presence of responsible antigen and antibody may create in the newborn suitable conditions for immune complex glomerulonephritis.
In our experiments we have not produced immune complexes in rabbits infected with T. pallidum. However, in process of these experiments, some new immunological phenomena were observed: (1) A delayed appearance of Wassermann antibodies and a delayed appearance and selective decrease of treponemal antibodies in animals kept at 17°C. This could most likely explain why rabbits infected with T. pallidum produce more severe lesions when kept at a lower temperature.
(2) The action of methotrexate caused an earlier appearance of Wassermann antibodies (19S) but the production was suppress"d as compared with infected non-treated rabbits. (3) Methotrexate also caused a significant increase of haemolytic complement, the mechanism of which remains unknown.
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